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1. method for producing a secreted, biologically 

active dinerized. polypeptide fusion, comprising: 

introddcing into a eukaryotic host cell a DNA 
construct comprising a transcriptional promoter operatively 
linked to a secretWy signal sequence followed downstream by 
and in proper reading frame with a DNA sequence encoding a 
non-immunoglobulin ]^lypeptide requiring dimerization for 
biological activity jckned to a dimerizing protein; 
_ growing said\ host cell in an appropriate, growth 

medium under physiological conditions to allow the secretion 
of a dimerized polypeptide fusion encoded by said DNA 
sequence; and 

isolating said "^imerizejiK p^>;;fc^pepyide fusion from 
said host cell. 



2. A method foj?^pirodticXng^ a/^ecreted, 
active dimerized polypeptide f\s4&n/^^pp^tslng1 



biologically 



c host JEieil a first DNA 
onal prjzmocer operatively 
signal / sequence followed 
^ng tykvxef with a first DNA 
IJ^ i«>lypeptide requiring 
ivlty joined to an 



introducing iiito a 
construct comprising a trans<^r 
linked to a first secre 
downstream by and in proper^ r'ea 
sequence encoding a non-imifiu/ogl 
dimerization for biolodi/al 
immunoglobulin light chain/dbnstant\ r^ion; 

introducing intW said J<os\ cell a second DNA 
construct comprising a transcrJ^ionalV promoter operatively 
linked to a second secret^ signaV sequence followed 
downstream by and in proper reading fram^^with a second DNA 
sequence encoding an immunoglobulin heaVV chain constant 
region domain selected from the group consisWng of Ch2 
Ch3, and Ch4; 

growing said host cell in an appr^riate growth 
medium under physiological conditions to allow ^he secretion 
of a biologically active dimerized polypeptide fu^on encoded 
by said first and second DNA sequences; and 
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isolatihg said biologiially 
polypeptide fuslonXfrom said host c^ll. 



active dimerized 



3. The method of clalyi 2 wherein said second DNA 
sequence further encddes an immynoglobulin hinge region and 
wherein said hinge region is j6ined to said immunoglobulin 
heavy chain constant region. 

4. The method >of c^aim.'^5^ wherein said second DNA 
sequence further encodes an\im]j|(y(oglobulin variable region and 
wherein said variable TGgioiJ^is jo/ned upstream of and in 
proper reading frame with/^id i^unoglobulin heavy chain 
constant region domain. 

5. The methofd of /cl/i^i^ whereii^ said host cell is 
a fungal cell or a cul/ured jas^t^lh^n cell. 



6. The method claim 2 
a cultured rodent myeloma <^11 line. 



grein said host cell is 



?• The me\horf of ><flaim i wherein said non- 
immunoglobulin polypeptide /requiringX dimerization for 
biological activity is sepLecjKfed from the gVoup consisting of a 
polypeptide comprising ihf/ amino acid sequence of Figure 1 
(Sequence ID Numbers 1 itnd 2) from isoleucine, number 29, to 
lysine, number 531, ^polypeptide comprising the amino acid 
sequence of Figure 1 / (Sequence ID Numbers \l and 2) from 
isoleucine, number 29, to methionine, numb^ 441, and a 
polypeptide comprisingf the amino acid sequenceV of Figure 11 
(Sequence ID Numbers 85 and 36) from glutamine,\number 24 to 
glutamic acid, number /524. 



8. A methfcd for producing a secreted, biblogically 
active dimerized polyjseptide fusion, comprising: 

introducing ^into a eukaryotic host cell a f\rst DNA 
construct comprising a transcriptional promoter opeAtively 
linked to a first secretory signal sequence fo\lowed 
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dowitstream by and in proper reading frame with a first DNA 
sequef^ce encoding a non- immunoglobulin polypeptide requiring 
dimeri^tion for biological activity joined to an 
immunoglbbulin heavy chain constant region domain selected 
from the ^uroup consisting of ChI, Ch2, Ch3, and Ch4 ; 

ntroducing into said host cell a second DNA 
construct cWprising a transcriptional promoter operatively 
linked to k second secretory signal sequence followed 
downstream by >and in proper re^d^g frame with a second DNA 
sequence encod^g an immun^lob^lin light chain constant 
region; 

growing ^aid/host ci^l in an appropriate growth 
medium under physioXo/ical cj^ditions to^^^rflow the secretion 
of a biologically aoffelve d^rized polypeptide fusion encoded 
by said first and syecondJEWA sequenc^; and 

isolating ^^^±.^-^ip±oq±ca 1 ly acitve dimerized 
polypeptide f usioiy from sal^d ytost celj] 

9. Thi metho^f ofXclal^ 8 wherein said first DNA 
sequence further ^enco^fes an ItaiUnoglobulln hinge region and 
wherein said hinge yfeglon i^'^^ined to said immunoglobulin 
constant region. 



10. Thevjae^hod of claim ^ wherein said second DNA 
sequence further encodes an immunoglobulin variable region and 
wherein said variable region is joined upstream of and in 
proper reading frame with said immund«lobulin light chain 
constant region domain. 

11. The method of claim 8 where iii\^ said host cell is 
a fungal cell or a cultured mammalian cell, 

12. The method of claim 8 wherein sa\d host cell is 
a cultured rodent myeloma cell line, 

13. The method of claim 8 wherein \said non- 
immunoglobulin polypeptide requiring dimerization for 
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biologicVl activity is selected from the group consisting of a 
polypepti^ comprising the amino acid sequence of Figure 1 
(Sequence Numbers 1 and 2) from isoleucine, number 29, to 
lysine, numi^r 531 a polypeptide comprising the amino acid 
sequence of \Figure 1 (Sequence ID Numbers 1 and 2) from 
isoleucine, niW>er 29, to methionine, number 441, and a 
polypeptide com^ising the amino acid sequence of Figure 11 
(Sequence ID Numbers 35 and 36) f rojik-^glulbamine, number 24 to 
glutamic acid, number 524. 



14 • A methi 
analog, comprising: 

introducing 
construct comprising 
linked to at least 
downstream by and in 



for/^ producii 



secreted receptor 



irjilo a eujfaryotic host cell a DNA 
a/ tri^scr^Jptionaljpjromoter operatively 
grne seoc^totv^^-^ignal | sequence followed 
proper yt^^dlng frame with a DNA sequence 
encoding a llgand-yindincrO<lomXin of a /recej>tor requiring 
dimerization for bijblogjj^ activity j^ed to a dimerlzing 
protein; 

growing sbfia host cell an appropriate growth 

medium under physioiogical conditi^sNto allow the secretion 
of a receptor analog Encoded by s/id DNA\sequence; and 

isolating said recept<ir analog ftom said host cell. 



15, A method fojt determining theXpresence of PDGF 
or isoforms thereof in a idological sample, comprising: 

incubating ay^olypeptide comprising PDGF receptor 
analog fused to a djjiferizing protein with a biological sample 
suspected of comprising PDGF or an isoform thereof under 
physiological conditions to allow the fod^ation of 
receptor/ ligand complexes; and 

detecting the presence of the receptor/ ligand 
complexes as an indication of the presence of human PDGF or an 
isoform thereof. 
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re. The method of claln 15 wherein the polypeptide 
is tagged w^h a label selected from the group consisting of 
radionuclides)^ f luorophores, enzymes, and luminescers. 

17. '^e method of claim 15 wherein the biological 
sample is select^ from the group-eoMisting of blood, urine, 
plasma, serum, platelet and^other \ell lysates, platelet 
releasates, cell sWensi^s, cell-coriditioned culture media 
and chemically or phy^ic^ly separated bortions thereof. 



18. The met 
receptor analog is s 
amino acid sequence 
from isoleucine, 
to a dimerizing pr 
(Sequence ID Numb 
lysine, number 
amino acid seque 
36) from glutamiiie, member 
joined to a dimei/iziri^ 



19 . TKi 



of claim ly whereija^ said human PDGF 
consisting of the 
bqu^ce ID Numbers 1 and 2) 
onine, number 441, joined 
sequence of Figure 1 
"Trom isoldbcine, number 29, to 
dimerl/2ing prptein and the 
(Sequence ID Numbers 35 and 
24 t)» Qlirtamic acid, number 524, 



ijted from tl 
rure 1 
to 



.gure 



protein. 



method of ^^aim wherein said dimerizing 
protein comprised at leMtr a portio\ of a protein selected 
from the group ionsistjj^^ of an immunoglobulin light chain, an 
immunoglobulin heav/chain and yeast irtvertase, wherein said 
portion associates as a dimer in a coval^nt or a noncovalent 
manner. 



20. A method for producing a secreted PDGF receptor 
analog, comprising: 

introducing into a eukaryotic host\ cell a DNA 
construct comprising a transcriptional promoterX operatively 
linked to a secretory signal sequence followed doOinstream in 
proper reading frame by a DNA sequence encoding \ ligand- 
binding domain of a PDGF receptor; 



142 



rowing said host cell in an appropriate growth 
medium undeiy physiological conditions to allow the secretion 
of a PDGF redeptor analog encoded by said DNA sequence; and 

isorating said PDGF receptor analog from said host 
cell. \ 

21. A method for producing a secreted PDGF receptor 
analog, comprising 

introducing into a cultured rodent myeloma cell a 
DNA construct cWrising a transprirmtional promoter 
operatively linked t^a PDGF receptor^l^nall sequence followed 
downstream by and in Woper reading^rame with a DNA sequence 
encoding the amino ac\d sequenp^ of Figu/e 11 (Sequence ID 
Numbers 35 and 36) frAm glu^ine, numjier 24, to glutamic 
acid, number 524, joined \o aT dimerizing/protein, wherein said 
dimerizing protein is W immunoglobulin constant region 
selected from the group ob^sisting of Ch2, Ch3, Ch4 and 

joined to an immunoglobulLit hinj^ regitSn; 

growing said /culti}^ed/^:odent myelc^a cell in an 



um unc 
a PDGF 



physiologic/l conditions to 
Bceptor ana^x^r encoded by said 



appropriate growth med 
allow the secretion of 
DNA sequence; and 

isolating th^ PDGF i^pceptp/ analog from said 
cultured rodent myeloma cel^. 

22. A method for prodj^cing^ a secreted PDGF receptor 
analog, comprising: 

introducing into aT culturedX rodent myeloma cell a 
first DNA construct connirising a transcriptional promoter 
operatively linked toa^DGF receptor si^al sequence followed 
downstream by and in proper reading fraiiie with a first DNA 
sequence encoding the amino acid sequence of Figure 1 
(Sequence ID Numbers 1 and 2) from isoleucVne, number 29, to 
lysine, number 531 joined to an immunoglobulin light chain 
constant region; 

introducing into said cultured rodenAroyeloma cell a 
second DNA construct comprising a transcriptional promoter 
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operatively liriked to a PDGF receptor signal sequence followed 
downstream by aiwi in proper reading frame with a second DMA 
sequence encodlria the amino acid sequence of Figure 1 
(Sequence ID Numbiurs 1 and 2) from Isoleucino number 29, to 
lysine, number 53l\ joined to ^n immunoglobulin heavy chain 
constant region domain selected from the group consisting of 
^H^' Ch2, Ch3, and \ch4 joined to an^^..imi^unoglobulin hinge 
region; 

growing said\ cultured ^^fodent myiloma cell in an 
appropriate growth mediiun und^ physiological conditions to 
allow the secretion of a Vdg^ receptor analog encoded by said 
first and second DNA sequeiWes; and 

isolating said / MGF receptw analog from said 
cultured rodent myeloma ofell. 



23* A method/ for prod^uc^g^^ar-^creted yOGF receptor 
analog, comprising: 

introducing linto a ^Tltured rodent nfyeloma cell a 
first DNA construct comprisim^ a m<nise Vh promoter operatively 
linked to a PDGF receptor signal science f^ lowed downstream 
of and in proper readiW frame with\a DHA sequence encoding 
the amino acid 6equence\of Figure 11 \s^^ence ID Numbers 35 
and 36) from glutamine, number 24 toAfflutamic acid, number 
524, joined to an immunoglobulin hea^ chain constant region 
domain selected from the group consisting \f Ch2, Ch3 and 

Ch4 joined to an immunoglobulin hinge regio^ 

introducing into said /Cultured rod^t myeloma cell a 
second DNA construct compjMLsing a moude Vj^ promoter 
operatively linked to a PDG^ receptor signal s^uence followed 
downstream of and in proper reading frame with \ DNA sequence 
encoding the amino acid sequence of Figure ll\(Sequence ID 
Numbers 35 and 36) from glutamine, number 24 to glutamic acid, 
number 524, joined to an immunoglobulin light cha\n constant 
region; 

growing said cultured rodent myeloma ceil in an 
appropriate growth medium under physiological conditions to 



4 
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allow th^ secretion of a PDGF receptor analog encoded by said 
first and Wcond DNA sequences; and 

isolating said PDGF receptor analog from said 
cultured nye\pma cell. 



24, "A method for producing a secreted PDGF receptor 
analog, comprising: 

introduid^ng into ax<^ultured /rodent myeloma cell a 
first DNA constructy^comprisJ^ig a mouse promoter operatively 
linked to a PDGF reWpt^ signal sequfence followed downstream 
of^and in proper^reS^tng frame withf a DNA sequence encoding 
the amino acid sequef(cdy\>f Figure V (Sequence ID Numbers 1 and 
2) from isoleucine /humbA- 29, to lysine, number 531, joined to 
an immunoglobulin/ heavy T^ain jjbnstant region domain selected 
from the group ^nsist/inc 



an inununoglobulin hinge regi)tt(n; 



introkJucing intc 



second DNA Iconstruct 



and €^4 joined to 
cultured rodeiVc myeloma cell a 



comprjLsing a mou4e 



promoter 



operatively linked to a PCGF receptor signa^f sequence followed 
downstream of land in proper readiiw frama/with a DNA sequence 
encoding the ^mino acid /sequence \>f Edfgure 11 (Sequence ID 
Numbers 35 and ^6) frdm glutamine, nOrtber 24 to glutamic acid, 
number 524, joined tcj ari immunogl^liulS^n light chain constant 
region; \. / 

growing said cultured rodent \myeloma cell in an 
appropriate growth medium upOer physiological conditions to 
allow the secretion of a Pp&F receptor anal^ encoded by said 
first and second DNA secpr^ces; and 

isolating said PDGF receptor anaXog from said 
cultured myeloma cell. 



receptor 



25. A method for producing a secreted PC 
analog, comprising: 

introducing into a cultured rodent myelomaVcell a 
first DNA construct comprising a mouse Vjj promoter operatively 
linked to a PDGF receptor signal sequence followed downstream 
of and in proper reading frame with a DNA sequence encoddng 
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the amino ^cid sequence of Figure 11 (Sequence ID Numbers 35 
and 36) from glutamine, number 24 to glutamic acid, number 
524 f joined ^ an immunoglobulin heavy chain constant region 
domain selected from the group consisting of C^l, , 0^3 and 
C}j4 joined to an immunoglobulin hinge region; 

introducing into said cultured rodent myeloma cell a 



second 



DMA 



construct compr J 



mouse 



promoter 



operatively linked Vo a PDGR/^eceptor] signal sequence followed 
downstream of and in. proper reading frame with a DMA sequence 
encoding the amino acLa sequence Ox Figure 1 (Sequence ID 
Numbers X and 2) f rom/Qsoleucine number 29, to lysine, _ number 
531, joined to an lmiiunMlobulin,.4:^!gfiE""^3^ constant region; 

growing /said \=u};ttired/ rodent myeloma cell In an 
appropriate growth medJrtim. under physiological conditions to 
allow the secr«ionx^ a PE>Gr/receptr0^amalM encoded by said 
first and secemd XfNA sequencWs><lmd 

isol^ing said^^^^Dl^F receptor arjfalpg from said 
cultured my;&^ma cell. 

^6* A method for deteWining i^e presence of VDGF 
or an i^oft>rm thereof in a biolog^ica^/^ample comprising the 
steps of 

incubating a polypeptide^ c^Maprising a PDGF receptor 
analog j2^ned to a dimerizing^^f^otein Vith a biological sample 
suspected contain iM^^^-^^DGF or an \isof orm thereof under 

conditions tlsat alTlow the format ion\ of receptor/ ligand 

complexes; and 

detecting the presence of receptor/ ligand complexes, 
and therefrom determining the presence of >^uman PDGF or an 
isoform thereof. 

27. The method according to claim 26v^ wherein said 
biological sample is selected from the group consisting of 
blood, urine, plasma, serum, platelet and other cedl lysates, 
platelet releasates, cell suspensions, cell -conditioned 
culture media, and chemically or physically separated\portions 
thereof. 



purifying yPTCF or an isofona 



28. A method 
thereof from a sample, c 

immobilizing / a 
receptor analog fused 

contacting a sample cb^prising PDGI^ 
thereof with the immobilized 
that the PE>GF or isof orm thereof /bind 

eluting the PDGF 
polypeptide. 



protein 



dtide und 



to 



ling a PDGF 
on /a substrate; 
or an isoform 
conditions such 
polypeptide; and 
thereof from the 



